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In response to the April 1 1, 2000 Office Action in U.S. Patent Application No. 09/430,735, please amend 
the application as follows: 

In the title : 

Replace "Blood-Brain Barrier Therapeutics" with —Method for Inducing Analgesia--. 




In the claims: 

Cancel claims 23-25, 51-60, 66-67, and 72 
In claim 51, replace "41" with -46 



Amend claims 46-50 as follows: 



S>v>>oV 46. 




48. 



49. 



A method for inducing analgesia in a subject in need thereof, comprising administering to the 
subject a therapeutically effective an^o^nt of an amphiphilic drug-oligomer conjugate comprising 
[enkephalin] an opioid conjugated to an otigomer, wherein the oligomer comprises [a] one or 
more lipophilic [moiety] moieties coupled to [a] ohe^or^ore hydrophilic [moiety] moieties . 



Th^iethod of claim [41] 46 wherein the [therapeutic compound] opioid is [met^]enkephalin. 

The method of claim [44J 46 wherein the one or more lipophilic moiety is selected from the 
group consisting of fatty aciavCi.26alkyls, and cholesterol. 



The method of claim [41] 46 whereintlie one or more hydrophilic moieties are selected from the 
group consisting of sugars and PEG, 




50. The method of claim [41] 46 wherein the one or more hydrophilic [moiety comprises] moieties 
comprise a sugar [and the sugar is] selected from the^qup consisting of amino sugars and non- 
amino sugars. 



70. The method of claim 46 witecdn the [therapeutic compoiirld Is an! opioid is an"eTTkephalin: 
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71. The method of claim 46 whergirMhe [therapeutic compound is an enkephalin] opioid is a non- 
naturally occurring opioid . 



Add the following new claims: 



— ^ 73. Th^^ethod of claim 46 wherein the subject is a human. 

74. The method of claim 46 wherein the amphiphilic drug-oligomer conjugate is administered orally. 

75. The method of\:laim 46 wherein the amphiphilic drug-oligomer conjugate is administered 
intravenously. 

76. The method of claim 46 N^erein the amphiphilic drug-oligomer conjugate is administered by a 
route selected from the group consisting of pulmonary, intraosseal, intradermal, intramuscular, 
intraperitoneal, subcutaneous, intranasal and epidural. 

77. The method of claim 46 wherein^e amphiphilic drug-oligomer conjugate is administered by a 
route selected from the group consisting of intraventricular and intrathecal. 

\ 

78. The method of claim 46 wherein the amphiphilic drug-oligomer conjugate is administered as a 
component of a pharmaceutical composition. 

79. The method of claim 46 wherein the amphiphilic drug-oligomer conjugate is administered as a 
component of a pharmaceutical composition formulated for oral administration. 

80. The method of claim 46 wherein the amphiphilic drug-oHgomer conjugate is administered as a 
component of a pharmaceutical composition formulated for intravenous administration. 

81. The method of claim 46 wherein the amphiphilic drug-oligom^ei\onjugate is administered as a 
component of a pharmaceutical composition formulated for admimstration by a route selected 
from the group consisting of pulmonary, intraosseal, intradermal, intramuscular, intraperitoneal, 
subcutaneous, intranasal and epidural. 
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82. 



r4 SvA. 




The method of claim 46 wRbc^n the amphiphilic drug-oligomer conjugate is administered as a 
component of a pharmaceutical cbumosition formulated for administration by a route selected 
from the group consisting of intra ventrictilar and intrathecal, 

method for inducing analgesia comprising administering to a subject in need thereof an 
anal^sia-inducing amount of a cetyl-PEG2-enkephalin conjugate. 

A methoOk for inducing analgesia comprising administering to a subject in need thereof an 
analgesia-inducing amount of a DHA-PEG2-enkephalin conjugate. 



85. ThX^thod of claim 46 wherein the oligomer ^ has a formula: 



CH3(CH\(OC2H4)mOH 



wherein n=3 tox5 and m=l to 6. 



(Formula 1), 



86. The method of claim 46 wherein the oligomer ^has a formula: 



CH3(CH2)„(OC2H4)n,OCH2aSbH 



(Formula 2), 



wherein n=3 to 25 and m=l to 7. 



^ 87. The method of claim 46 wherein the oligomer \j> has a formula: 



CH3(CH2)nCX(OC2H4)„,OH 



(Formula 3), 



wherein n=3 to 25 , m=l to 7 and X=0 or N. 



88. The method of claim 46 wherein the oligomer ^has a formula: 



R-(OC2H4),nCH2C02H 



(Formula 4), 



wherein m=0 to 5 and R=cholesterol or adamantane. 



p 89. The method of claim 46 wherein the oligomer ^has a formula: 
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R-OCOCCjRiOjMzCOzH (Formula 5), 

wherein m=0 to 4 and R=^olesterol or adamantane. 



/ CiS"-^-^ 90. The method of claim 46 wherein t^ie oligomer is has a formula: 



CH3(CH2— CH]CH)6(CH2)2CH2(OC2H4)mOH 




wherein m=0 to 7 




(Formula 6), 



The method of clairn/^6 wherein the oligomer is has a formula: 



CH3(CH2--CH1cH)6(CH2)2Cx(OC2H4)„,OH (Formula?), 



wherein mm to 7 and X-N or O. 



92. Tfte method of claim 46 wherein the drug-oligomer conjugate has a formula: 



H2N-Ty\Gly-Gly-Phe-Met-Lys-C— OH 



N— C-OC2H40C2H4N-C-CH2CH2-(CH=CH-CH2)6CH3 
O O 



V3. / The method of claimy46 wherein the drug-oligomer conjugate has a formula: 




H2N-Tyr-Gly-Gly-Phe-Met\Lys-C— OH 



N-\C-OC2H40C2H4N-C-(CH2)7CH=CH-CH2-CH=CH-CH2-CH3 
H HI II 
O 



94. The method of claim 46 wherein the cjrug-oligomer conjugate has a formula: 
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HzN-Tyr-Gly-Gly-Phe-Met-Lys-C— OH 



N— C-OC2H40C2H4-0-(CH2)i5-CH3 
H II 

o 



95. The method of claim 46 wherein the drug-oligomer conjugate has a formula: 



H2N-Tyr-Gly-Gly-Phe-Mbt-Lys-C— OH 




J— C-CH2(C2H40)2-CH2-C-0' 
'II ^ II 

O O 



The method of claim 46 wherein the drug-oligomer conjugate has a formula: 



H2N-Tyr-Gly-Gly-Phe-Met-Lys-\C— OH 



N-C-P(C2H40)3-C-(CH2)i4-CH3 

H II \ II 
O \ O 



97. The method of claim 46 wherein the flrug-oligomer conjugate has a formula: 



H3C-(H2C)i4-C-(OC2H4)30-C 

HN-Tyr-Gly-GIJ(-Phe-Met-Lys-C— OH 



N-C-0(C2H40)3-C-(CH2)i4-CH3 
O O 
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